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CPEflCTBO flJW nOTEHOHPOBAHHi! JIEHEBHBIX 3O<DEKT0B - YCHJIEHMH 
AEKCTBHa JIEKAPCTBEHHOrO BEmECTBA. 

OBJIACTbTEXHHKH 

H3o6peTeHHe othochtch k oSjiacxH MejopmHHW, b lacTHOCTH k 4>apMaKOJiorHH h 
^apMOKOTepanHH h momcct Ghtb HcnojitsoBaHO juia. noB&imeHHs lepaneBTHqecKOH 
aicTHBHOCTH jieKapcTBeHHiiix npenapaTOB. 

nPEOTUECTBYIOIUHa YPOBEHb TEXHHDKH 
Ha ypoBHa tcxhiikh HSBecTHH cpeACTsa fljia noTeni^OBaHH^ JieneGHtix 
3$4)eKTOB - ycHneHHa fleficxBiw JieKapcTBeHHHX BemecxB (cm. B.H. HexpoB, M.fl. 
FaeBBiH, n.A. TaneHKo-ilpomeBCKHH, OcHosa KiraimraecKOH 4>apMaKonorHH h 
4)apMaK0TepanHH, M., «Ajibhhc-B» 2002, c. 42-44). OflHaKo cnoMCHocxb nofl6opa 

KOMnOHeHTOB H B03M0»CH0CTb UpOSOJlCWO. no6o<IHUX 3^^eKT0B OrpaHHMHBaiOT 

4)yHKUH0HajibHHe bo3MO»chocth flaHHoro pemenHH. 

HsBecTHo TaKXce KaK roMeona-niHecKHe jieKS^CTBeHHue cpe^cTBa 
npHroTOBJieHHBie h3 Hcxo^Horo pacTHxejitHoro csipbK (RU 2122858 CI, A 61K 35/78, 
1998; RU 2133123 CI, A 61K 35/78, 1999; RU 2177795 CI, A 61K 35/78, 2002), xaK 
H jieKapcTBCHHoe cpeflCTBo B BHfle aKTHBHpoBaHHofi $opMBi cBepxManofi PPZbl 
BemecTBa, nojiyieHHofi nyxeM nocjieAOBaTejibHoro MHoroKpaTHoro pasBeAeHHA h 
BCTpaxHsaHHa no roMeonaxHHecKOMy Mexoay (RU 2182492 CI, A 61 K 39/00, 2002; 
RU 2191601 CI, A 61K 39/395. 2002; RU 2192882 CI, A 61K 38/22. 2002; RU 
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2201255 CI, A 61K 39/395, 27.03.2003; RU 2209083 CI, A 61K 39/395, 27.07.2003). 
flaHHwe cpeflCTBa b ochobhom npeflHaaHaneHbi am HHAHBHflyaiiHsaiiHH JieHeHHH 
pasjiHHHBix 3a6ojieBaHHfi, ocHOBaHHoii Ha HcnonssoBaHHH kjihhhko- 
4)eHOMeHonorHHecKoro npHHunna noflo6Ha. 

PACKPHTHE H30BPETEHH^ 

H3o6peTeHiM HanpaBneHO Ha cosflaHHe 3$4>eKTHBHoro (yHHBepcajibHoro) 

CpeflCTBa PflK nOTCHHapOBaHHH JieHe6HtIX 3$4>eKTOB - yCHJieHH^ RQHCTBHK paSJIHHHBIX 

jieKapcTseHHBix BemecxB hjih npenapaxoB. 

PemeHHe nocxaBJieHHOH saaaHH oGecneHHsaexcH npHMeneHHCM 

aKXHBHpOBaHHOH (JjOpMBI JieKapCXBCHHOrO BemeCXBa B MaJIOH HJIH CBepXMajIOH fl03e, 

nojiyneHHoro nyxeM MHoroKpaxHoro nocjieflOBaxenBHoro pasBeaenHK h BHemnero 
B03;ie3[cxBHH no roMeonaxHHecKOH xexHOJioraH b KanecxBe cpeflcxsa juisi 
noxeHOHpoBaHiw JieneSHBix 3^$eKX0B - ycHJieHHa achcxbh^ xoro JieKapcxBeHHoro 
BemecxBa b xepaneBXHHecKofi flose. 

npHMCHeHHe aKXHBHpoBaHHofl flOSBi CBepxMajioro BemecxBa no HOBOMy 
samjieHHOMy nasHaTCHHio OKasajiocB bosmo^khbim 6jiaroAapH o5Hapy5KeHHOMy 
aBxopoM ee panee He HSBecxHoro cBOHCXBa - oSecnenHBaxB npn BBeflCHHH b 
jieKapcxBCHHoe BemecxBO, hs Koxoporo ona nojiyneHa, HecyMMapnoe ycHJieHHe 
jieHe6Horo 34)$eKxa nocjiewiero, Koxopoe ne BBixeKaex c OHeBHjTHOCxBK) h3 hsbccxhbix 
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peuieHHH. IlpH 3T0M caMa no ce6e aKTHBHpoBaHHan (^opua. cBepXMajioft: aosbi 
jieKapcTBCHHoro BemecTBaMo^ex He BBisBiBaTB SHa^HMoro JieHe6Horo a^^cKxa. 



BAPHAHTBI OCYmECTBJIEHHH H30BPETEHIW 



CpeflCTBO fljia noxeHipipoBaHHK JieHe6HBix 34K|)eKTOB - ycHJieniw fleficxBUfl 
jicKapcTBeHHoro BemeciBa noJiynaiOT nyreM nocneAOsaxejiBHO MHoroKpaxHoro 
pasBefleHHH HcxoflHoro JieKapcxBCHHoro Bemecxsa h o^paoBpeMeHHO noffBepra^ 
passefleHHH cxaHflapxHSOsaHHOMy Bcxp^DCHBaHHio no npaBiuiaM roMeonaxH-necKOH 
xexHOJiorHH, ^o nojiyneHiM MajiBix hjih CBepxMajnjx fl;o3 (ne coflep>Kau];HX MOJieKyji 
HcxoAHoro BemecxBa) (cm. roMeonaxHHecKHe JieKapcxseHHBie cpeflcxsa. PyKOBOflcxBO 
no oimcaimio h HsroxoBJieHmo, B. .IIlBa6e, MocKBa, 1967, c. 12-3 8). Ilpiac sxom 
npoHSBOAOT paBHOMepHoe yMeHBrncHHe KOHueHxpai^HH nyxeM nocjieiiOBaxejiBHoro 
pasBefleHHfl 1 o6BeMHOH nacxH hcxo^hoh cy6cxaHitHH (HcxoflHoro BeniecxBa) b 9 
o5i>eMHBix HacxM (ww ^tcsLrmsMK pasBeffemifi D) hjih b 99 o6i,eMHBix nacxB^c (fljia 
coxeHHBix pasBefleHHH C) HeiixpajiBHoro pacxBopHxejia c MHoroKpaxHBiM 

BepXHKaJIBHBIM BCXpflXHBaHHeM KaMCflOFO nOJiyHCHHOrO paSBeflCHHa H HCnOJIBSOBaHHeM 

npeHMyni;ecxBeHHO oxflejiBHBix cMKocxefi fljia Ka}Kfloro nocjieflyioniero pa3Be;i;eHH5 ;^o 
nojiyneHHa xpe6yeM0H aosbi (noxeHUHH). BHemmoio o5pa6oxKy b npouecce 
yMeHBmeHHH Kom^eHxpaoHH xaK^e mo^kho ocymecxBJiaxB yjiBxpaajsyKOM, 

3JieKXpOMarHHXHHM HJIH HHBIM ^HSHHCCKHM BOSfleflCXBHCM. 
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nojiyneHHyK) aKXHBHpoBaHHyio 4>opMy CBepxMajioii flosbi neKapcxBeHHoro semecxBa 
BBOflOT B TepanesTHHecKyio flosy xoro >Ke jieKapcxBeHHoro BemecxBa 
npcHMymecxBeHHO b o6teMHOM cooxHomeHHH 1:1 1:100. 
IIpHMep L 

y KpBic Ha MOflejiH koh4)JIHKxhoh CHxyamiH no Vogel J., 1971, Hsynena 
aHKCHOJiHXHHecKaa aKXHBHOcxB ^CHasenaMa b xpex sapHanxax: 1) b xepaneBXHHecKofl 
aose, 2) B aKXHBHpoBaHHOH 4)opMe, 3) conexaHHoe BBeflCHHe xepaneBXH^ecKoii aosbi 
(|)eHa3enaMa h ero 3Ke aKXHsapoBaHHOH 4>opMBL TepaneBXH^ecKyio floay (JenasenaMa 
(1 mt/kt) BBOflHJiH BHyxpH6piomHHHo; aKXHBHpoBaHHyio $opMy, coflepxcamyio CMecB 
roMeonaxHHecKHX pasBeaeHHft C12+C30+C200, bbo^hjih b oGteMe 2,5 mji/kf MaccBi 
xena ^khboxhoto xaicxce BHyxpH6pK)inHHH0, npn conexaHHOM npHMeHCHKH o6e (|)opMBi 
BBOflHjm oflHOBpeMeHHO B flByx pasHBix mnpHAax. 3$(^eKX ou;eHHBajiH nepea 20 mhh 
nocjie BBeflenmi npenapaxoB no HHCJiy naKasyeMBix bsaxhS Bo^bi. PesyjODtxaxti 
npeflcxaBJiCHBi b xa6jnme. rioGoqHbie s^^eKxti npn cobmccxhom BBefleHHH «Byx ^opu 
4)eHa3enaMa npaKXHHecKH ne 6buih BBipa^KCHH. 

Ta6jiima. BnMHHe ^^enasenaMa b xepaneBXHHecKOH flose, b aKXHBHpoBaHHoii 4>opMe b 
CBepxMajiofi Aosax h hx KOMGnHaiQig na hhcjio naKasyeMBix Bs^rraft boabi b 
koh4)Jihkxhoh CHxyaqiiH y KpBic. 
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rpymiBI »CHBOTHBIX 


^osa 


Hhcjio HaKaaycMBix bsiithh boabi 


KOHXpOJIb 




177,75 


± 43,02 


OenasenaM 


1 mf/kt 


415,67 


± 113,96* 


AKTHBHpOBaHHaa ^opua 
B cBepxMaJiOH A03e 


2,5 mji/kt 
MaccBi xejia 


260,67 


± 38,21 


CoHexaHHe jspyx $opM 


2,5 MJi/Kr+ 
1 mf/kt 


1279,33 


± 82,28** 



* - OTJIHTOe ox KOHXpOJM flOCTOBepHO, ** - OTJIHHHC OX ipynilBI O flOCXOBepHO, p<0.05. 



IlojiyHeHHBie aaHHBie yxasBiBaiox na HajiHHHe y 4)eHa3enaMa (1 mf/kf) 

aHKCHOJIHXHHeCKOfi aKTHBHOCTH. Ilo aHKCHOJIHXHHeCKOMy fleftCTBHK) aKTHBHpOBaHHaH 

^opMa (^enasenaMa b CBepxManoH flose oxnHnaexca ox KOHxpojw, ho 3xo oxjihhhc 
cxaxHCXHHecKH HeflocxoBepHO. CoBMecxHoe BsefleHHe ^eHaaenaMa h cfo 

aKXHBHpOSaHHOH (|)OpMBI B CBepXMaJIOH flOSC 06ecneHHBaeX aHKCHOJIHXHHeCKHH 

34)$eKx, B 3 pasa npeBBimaiomHH s^^^ckx (^enasenaMa h b 1,9 pasa - cyMMy 34)(|)eKX0B 
o6eHX 4)opM npH pas^ejiBHOM BBefleraH. TaKHM o6pa30M, BBefl;eHHe aKXHBHpoBaHHofi 
$opMfci 4>eHa3enaMa b CBepxManofi aose cobmccxho c <|)eHa3enaM0M o6ecneqHBaex 
noxeHiiHpOBaHHe cneiiH4)HHecKofi (^apMaKOJioFHHecKofi aKXHBHOcxH ^^^nasenaMa b 
xepaneBXHHCCKOH floae. 
npHMep 2. 

BeHsoOTaseiiHHBi hbjmioxm axajiOHHBiMH npenapaxaMH b neneHHH xpeBo^cHBix 
paccxpoHCXB, oflHaKo HX npHMeHCHHC HepeflKO conpoBo^maexcH no6oHHBiMH 
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3$$eKTaMH, BBIHyMy^aIOI^H^^H CHH^aXb fl03H MHHHMaJIbHBIX 34)$eKTHBHbIX. 

HccjieflOBaHHe BJiHaHM aKTHBHpoBaHHOH 4>opMH flHasenaMa b CBepxMajioH flose na 
aHKCHOJiHTHHecKyK) aKTHBHOCTb flHascnaMa B xepaneBTHHecKHx aoaax npoBOAHJiH y 20 
naimcHTOB c reHepanHSOBaHHBiM xpeBO^CHtiM chh^pomom, xapaKxepHsyiomHMCx 
ypoBHCM xpeBora no nncajie xpeBora raMHJiBXOHa ne Menee 20 GannoB. B xeneHHC 14 
flHCH naiBaeHXBi nojiyHajra xa5jiexKH, coaepjKamHe aKXHBHpoBaHHyio 4)opMy 
flHasenaMa b CBepxMajioft ;^03e (roMeonaxHHecKoe paaBe^eHHe C200, SKBHBajieHXHaa 
KOH^eHxpa^IIH 10"^^^ MaccoBBDC flojiefi) - no 1 xa6jiexKe 4 pasa b cyxKH. 3axeM, c 15 no 
30 fleHB naipieHxaM HasHanajm anasenaM nepopambHO no 2 Mr 4 pasa b cyxKH 
(cyxoHHaa ao3a - 8 mt), saxeM b xeqcHHe 7 ahch - aKXHBnpoBaHHyio 4)opMy b 
CBepxMajioH fl03e 4 xa6ji/cyx, saxeM b xe^eHHe 14 flnefi - K0M6HHaitHK) 
aKXHBHpoBaHHOH 4)opMbi (4 xa6jiexKH/cyx) h flnasenaMa (8 Mr/cyx) c OOTOBpeMCHHBiM 
npncMOM xa5jiexoK o6eHX $opM npenapaxa. YpoBeHB xpeBora no nncajie raMHJttxona 
oijeHHBajiH Hcxoflpo H nocjie Ka^oro axana JieneHEm. PesyjiBxaxBi npeacxaBneHBi b 
xa6jnme. 

TaGjiHua. BjmaHHe aKXHBHpoBaHHon ^opMBi flnaaenaMa b CBepxMaaoH ao3e, 
xepaneBXHHecKOH jio3e (8 Mr/cyx) h KOM6HHHpoBaHHOM npneMe oSenx $opM na 
ypoBCHB xpcBorn npn renepanHSOBaHHOM xpeBOKHOM paccxpoficxBe. 
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CpOK TeCTHpOBaHHH 


06mHH ypoBCHB xpeBora no 
nncane FaMHJiBTOHa, 6ajiJioB 

(CHHMCeHHe OTHOCHXen&HO 

HcxoOTtoro noKaaaxejia, %) 


HcXOflHO 


27,7 ± 2,6 


Ilocjie aKTHBHpOBaHHOH (i>opMBi flHosenaMa b 
CBepxMajiOH A03e - 2 nea 


23,5 + 3,1 (15%) 


Ilocne flHaaenaMa 8 Mr/cyr 


16,2 ±2,5* (26%) 


Ilocjie aKTHBHpoBaHHoS $opMH ^[HasenaMa b 
csepxMajioH flose - 1 nea 


20,5 + 3,4 


riocjie coHexaHHK o6eHx 4)opM 


10,3 + 1,8* (63%) 



- OTJiHHHe OT npeflbmymero axana flocxoBepHO, p<0.05. 



KaK noKasBiBaeT flHHaMHKa ypoBM xpeBora, aicTHBHpoBaHHaa 4)opMa flHasenaMa b 
cBepxMajiOH fl03e He OKasBiBaex cxaxHcxHHecKH flocxoBepnoro aHKCHOJmxzHecKoro 
fleiicxBiM (n.2, 4 xaSjim^Bi). flaasenaM npn HasHaneHKH b cySoirraMajibHoa 
xepaneBXHHecKOH flose He nosBOJi^ex flo6HXBM BBipa>KeHHoro CHH»ceHHJi ypoBHH 
xpeBora (n.3 xaGjiHiiBi). HpH conexaHHOM BBe^ieHHH o6eHX ^opu AocxHraexcH 
neqeSHBiH 3(i)^eKx (n.5), He ycxynaionmH 3$4)eKxy GojiBmeH ao3BI ^HasenaMa (15 
MT/cyx - no JiHxepaxypHBiM aaHHBiM), ho hc conpoBO^maioniHflcH BBipaMceHHBiM 
no6oHHBiM ^[eHcxBHeM. HasHaHCHHe aKXHBHpoBaHHoft $opMBi flHaaenaMa b 
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CBepxMajioft fl03e coBMecTHO c ^HaaenaMOM oSecneHHBaer noTCHiiHpoBaHHe 
cneixH4)HHecK0H 4*apMaKOJiorHHecKofi aicTHBHOCTH flHasenaMa. 
npHMep 3. 

Ha MOflem aj^BiOBaHTHoro apxpHxa, BBisHBacMoro y KpBic oflHOKpaxHBiM 
cy6njiaHTapHbiM BBefleraeM 100 mkji nojnioro afltioBaHxa OpeHH^a, oiteHHBajiH 
npoTHBOBOcnauHTemHoe fleficxBHe rjnoKOKOpxHKOEyiHoro npenapaxa npe^HHSOJioHa b 
cjieayiomHx BapHanxax: a) b xepaneBXHnecKOH flose, 6) b aKXHsnpoBaHHOH 
(noxeHipipoBaHHofi) ^opue (cBepxMajiaa flosa), b) npn conexaHHOM BBCAenHH 
xepaneBXHHecKOH floati h aKXHsnpoBaHHOH $opMBi. Ilocjie BBefleHHfl nojmoro 
a^BiOBaHxa Opefiima xcHBOXHBie (no 10 KpBic b rpyime) nojiynajiH npeflHHSojioH b 
xepaneBXEraecKofi flose, b aKXHBHpoBaHHoii ^opue hjih b hx coHexaHHH (KOHXpoJit - 
AHCxHJUiHpoBaHHaji BOAa) - B xeneHHe 14 cyxoK. 

npe;(HH30JI0H B 2 MT/kT (BOflHBIH paCXBOp) BBOflHJIH BHyxpH^KejiyflOHHo; 

aKXHBHpoBaHHyio (JopMy npeflHH30JiOHa b CBepxMajioH Aose - cmcci, roMeonaxHHecKHx 
pasBeflCHHa D24+D60 bboahjih b BHfle BOflHoro pacxBOpa b flose 2,5 mji/kt MaccBi xejia 
)KHBOXHoro BHyxpH>Kejiy^[OHHo; npH conexaHHOM npKMeHeHHH o6e ^opuhi bbo^hjih 
oflHOBpeMCHHO, npcOTapHxejiBHO CMemas b cooxHomeHHH 10:1. 
Ofljm pas b 1-2 ahh OEteHHsajm xjinecxB BocnauHxejiLHoro nopaaceHHH Ka»woH 
KOHeqHocxH (ox 0 flo 4) H oGmnS hhackc xh^ccxh apxpnxa (ox 0 ro 16). llpHHHMajiH 
BO BHHMaHHe HapymeHHe 4>yHKimH, spHxeMy, oxck h fle^opMauHio KOHeHHocxH. 
npoxHBOBOcnajmxejiBHyio aicxHBHOcxb npenapaxoB oiieHHBajiH no CHHHeHHio o6m;ero 
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HH^ieKca TOHcecTH apxpHxa Ha 2-3 cyxKH h 14 cyxKH jieneHEM. PesyjiBTaxBi 
npeflcxasjieHBi b xa6JIH^e. 

Ta6jiHi?a. ripoxKBOBOcnanHxentHM aKXHBHOcxb npeflHHSonoHa b xepaneBXHnecKOH 
flose, B CBepxMajiofl flose h npn hx conexaHim. 



Fpyniia 


TAvfTt^XCC T5rWPf*TW {ITlTTiWXa 
l/L/lV&WlJfl Clpl^Jflia. 

Ha 2-3 cyr, GajuioB 


apxpHxa Ha 14 
cyr, 6anjioB 


KOHXpOJIB 


3,4 ±0,4 


9,2 ± 1,1 


^pe;^HH30JI0H 2 mf/kt 


2,1 ±0,4* 


5,4 ±1,7* 


AKXHBHpOBaHHaH (|)opMa 

npeflHHSojiOHa b CBepxMajioft fl03e 


2,9 ±0,3 


8,7 ± 1,5 


ConexaHHoe BBeflCHHe 


1,2 ±0,3 *,# 


3,3 ± 1,2 *, # 



* - oxjiBTOie ox KOHxpojw flocxoBcpHO, # - oxjiHHHe OX rpynnti npejojiHSOJiOHa 2 mf/jct 
flocxoBepHO, p<0.05. 



nojiyneEHBie AaHHHe noKasbroaiox, hxo npoxHBOBOcnajiHxejiBHaa aKXHBHocxb 
aKXHBHpoBaHHofi (|)opMH iipeflHH30jioHa B cBepxMajiOH flose He AOcxHraex yposH^ 
cxaxHcxHHecKOH SHaHHMOCXH, npH 3X0M aKXHBHpoBaHHaa ^opua, npenapaxa 
SHaHHxejiBHo noxeHitnpyiox npoxHBOBOcnanHxejiBHoe fleficxBHe npeOTHsojiona b 
cy6onxHMajiBHOH xepanesxH^ecKofi flose kbk Ha panneM 3xane BocnajiHxejibHOH 
peaKHHH, xaK h b nepHOfl «BXopoH bojihbd> HMMynoro BOcnaneHHfl. 



wo 2005/039636 



PCT/RU2004/000374 



-10- 

IIpHMep 4. 

B KJIHHHHeCKOe HCCJieflOBaHHe BJHMHIM aKXHBHpOBaHHOH (JopMSI 

npoTHBOBOcnajmxejiBHoro cpefl;cTBa rHflpoKoprasoHa b CBepxMajiOH ^ose na 
xepaneBTHHecKyio hicthbhoctb raflpoKopxHSOHa b OTHomeHHH npoxBJieHHH apxpHxa 

6hJIH BKJIIOHeHBI 20 naaHCHTOB C flOCTOBepHBIM peBMaXOHAHBIM apxpHxoM 

(oHHroapxpHXHaa ^opna), HyM^aioiimxcji b okojio- hjih BHyxpHcycxaBHBix HHBeKiXHHX 
npenapaxa. Bee ^a^HeHXBI ao BKJnoHeHHH b HccjieflOBaHHe nysKHajiHCB b HHBeKEiHHX 
20-25 MT nwpoKopxHSOHa 2-3 paaa b Keaemo (no xpeSoBanino). B xeneHHC 8 neflejiB 
bo BpeMa HHT>eKi{iiH naiiHeHXBi nojiyqanH nepopajiBHO aKXHBHpoBaHHyio $opMy 
razipoKopxHSOHa b CBepxManofi aose no 1 xa6jiexKe ajm paccacBiBaHM bo pxy 
(aKXHBHpoBaHHaa ^opjvia - cmccb roMeonaxEraecKHx pasBeflemiH C12+C30+C200, 

3KBHBaJieHXHaa KOHrteHXpaiflHH 10"^"^ MaCCOBBIX flOJieil). BjIH5IHHe aKXHBHpOBaHHOfi 

$opMBi oiieHHBajiH no npoflOJiHCHxenBHOCXH nepnoflOB, Korzia naDtnenxBi ne ny^ajnicB 
B HHBeKipuK rHApoKopxH30Ha. PcsyjiBxaxBi HccjieflOBaHM npefl;cxaBneHBi b xa6jiHae. 
TaGjiHua. Bimnrae aKXHBHpoBaHHOfi $opMH XEwpoKopxHSOHa na ;timxejiBHOcxB 
xepaneBXHHecKoro 3<|)(|)eKxa raflpoKopxHSOHa b xepaneBXHHecKOH flose. 



wo 200S/039636 



PCT/RU2004/000374 



-11- 



Pe>KHM JieHeHHK 


flljIHTeJIBHOCTB 3^^0KTSi 
HHI,eiaGlHH 

(HHTepBaji Me>Kfly 

HHl>eKimHMH 

B poKHMe «no 
Tpe6oBaHHio»), flneft 


L FHApoKopxHSOH 20-25 Mr 


2,8 + 0,3 


2. FHApoKopxHSOH 20-25 Mr + aKTHBHpoBaHHaa 
$opMa rHflpoKopxHSOHa b CBepxManoft ro3Q per os 


6,3 ± 0,5 * 



- OTJIHHHe OT C06CTBeHHOrO KOHTpOJM flOCTOBCpHO, p<0.05. 



TaKHM o6pa30M, aicTHBHpoBaHHaji (^opMa rHflpoKopxHSOHa b CBepxMajioH fl03e 
noxeHitHpyex npoTHBOBOcnajmrejibHoe flCHCXBHe riaflpoKopTHaoHa b xepaneBTHHecKofi 
flose. 

ripHMep 5. 

IteiiBio HacTOHmefi paGoxti othjiocl SKcnepHMeHxajibHoe HsyneHHe bjihkhim 
aKXHBHpoBaHHOH (j^opMBi iiHKJio$oc4>aHa B CBepxMajiofi A03e Ha npoxHBOonyxojieByio 
H aHXHMexacxaxHHecKyio aKXHBHocxb i^HKJio(i)oc(|)aHa b xepaneBXHHecKoii floae. 
SKcnepjiMeHXJbi npoBoaHjracB Ha Mtiinax smnm C57B1/6 o5oero nojia Maccofi 18-25 r. 
reMaxorcHHO MexacxasHpyioniHe KapixHHOMy jiencHx JIbioHC (3LL), paK JierKoro-67 
(PJI-67) H MCJiaHOMy B-16 (B-16) nepeBHsajm BHyxpHMBimeHHO. Uj^kjio^oo^bh b flose 
125 Mr/Kr bboj^hjih oflHOKpaxHO BHyipnGpioinHHHO Ha 1 1-e (3LL), 12-e (PJI-67) h 16-e 
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(B-16) cyxKH nocjie xpaHcnjiaHxaitHH onyxoneft. IIoTeHriHpoBaHHbiH no 
roMeonaxHHecKofi xexHOJioraH npenapax, coflepMcamnfi cmccb roMeonaxHHecKHx 
pasBeaeHHH imKJio(|)oc(j[)aHa C12+C30+C200 (sKBHBajieHXHaa KOH^eHxpa^Ha 10"^"^, 10' 

60 in-400 « V 

, lU Macc.flOJieH cooxBexcxseHHo), - aKXHBHpoBaHHyio $opMy uHKno(|)oc(^aHa - 
xcHBOXHBie nojiynajiH b flose 0,3 mji na Mbims BHyxpH^KCJiyflOHHO b xeneHiie 9-10 
cyxoK, HaHHHaa nepea 1 q nocjie HHteKxpiH iprrocxaxinca. ^acxH ^boxhbix 
SKcnepHMeHxajiBHfcix rpynn BMecxo a;HKno$oc4)aHa b xepaneBXHHecKofi floae 
BHyxpHSpiomHHHO BBOflHJiH 4>H3HOJiorHHecKHH pacxBop. Mbiuhi KOHxpojiBHBix ipynn 
nojiynajiH BHyxpH^ejiyAOHHO noxeHiiapoBaHHyio Boay. OiieHKy 34»4)eKXHBHOcxH 
neneeHBDC BosfleHcxBHH npoHSBOflHJm Ha 19-e (3LL), 21-e (PJI-67) h 27-e (B-16) 
cyxKH 3KcnepHMeHxa, onpeflejiaa Maccy onyxojm (no pasHocxH Meacfly Maccon 
SflopoBofi Jianti h c onyxonBio) h noACHHXbiBa^ xopMOHenne ee pocxa - 
oxHocHxejttHoe yMCHBrneHHe MaccBi onyxojm no cpaBHCHHio c KOHxpojn>Hoft ipynnofi. 
ITpH oiieHKe HHxeHCHBHOCXH pasBHXEW npon;ecca MexacxasHpoBaHiM onpe;i;ejM[jrH 
cpeflHee KOJiHHecxBO h njionj;aflb MexacxaxH^ecKHX ysjiOB na oflny MBmn> b rpjraie, 
Hacxoxy MexacxaanpoBaHEw onyxojm b npoAeHxax (no oxHomeHHio HHCJia >khboxhbix c 
MexacxaaaMH k hx o6n^eMy KOJinnecxBy b rpynne). 

KypcoBoe sBCAeHHe aKXHBHpoBanHOH ^opMBi ipiKJio4)oc(i)aHa b CBepxMajiofi ^ose 
nocne HBnbeKOHH 4>H3HOJiorHHecKoro pacxBopa ne OKasBiBajio npoxHBOonyxojieBoro h 
aHXHMexacxaxHHecKoro ;^eHcxBH)i (no cpaBHenmo c KOHxpojieM). KypcoBoe BBe^eHHe 
aKXHBHpoBaHHOH 4>opMBi miKJio4)oc$aHa B CBepxManoH ;i:o3e Ha $0He xHMHoxepanHH 
3LL He BHSBiBajio flocxoBepHBix HSMCHeHHH B Macce nepBHHHoro onyxojicBoro y3Jia, 
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OflHaKO SHaHHTejiBHO noBBnnajio aHTHMexacxaTHHecKHH 34)$eKT iiHKJio^oc^aHa b 
xepaneBTHHecKoii flose, o hcm cBimexejiBCTBOBajio oxcyrcxBHe BHjo^aMBix MexacxasoB b 

neXKHX 3KHB0XHBIX OnBIXHOH ipynnBI. HoCJie BBea^miSl aKXHBHpOBaHHOH (|)OpMI>I 

aHKJio(i)oc$aHa B cBepxMajioft Aose b cxcMy jieqeHHii OHXocxaxHKOM onyxojra PJl-67 
KOJiHHecxBO MexacxaaoB h hx luiomaflb yMeHBinHJiHCB b 3,8 h 12,5 pas 
cooxBexcxBCHHO, H jmniB y 25 % MBimeH oxMenajiocB MexacxaxHHecKoe nopaaceHHe 
jierKHX. B xo >Ke Bpena, BBeflCHHe aKXHBHpoBaHHOH (JopMBi miKJio4)oc4)aHa b 
CBepxMajiofi flose MBimaM c PJI-67 snanHxejiBHO noBBimajio HHrH6HpyK)mee aencxBHe 
i^HxocxaxHKa b oxHomcHUH nepBHHHoro onyxojieBoro ysjia. Epn conexaimH 

aKXHBHpOBaHHOH ^OpMM H XepaneBXHHeCKOfl flOSM HHKJI04)0C(i)aHa npOCTHJIOCB 

HH^H6HpyK)^^ee Bjinrane npenapaxa Ha pasBHxne npoqecca flHCCCMHHaiuiH MejianoMBi 
B-16. TaK, BKjnoHeHHe b cxeMy JieqcHHa aKXHBHpoBaHHOH 4>opMBi aHKJio4)oc4)aHa 
npHBOOTJio K flOcxoBepHOMy CHH^ceHHK) 3xoro noKasaxejM b rpynne 

K0M6HHHp0BaHH0H XCpanHH. 

TaKHM o6pa30M, na xpex SKcnepHMeHxanBHBix MOflejwx onyxojieBofi naxoJiorHH 
noKaaana cnoco5HOCXB aKXHBHpoBanHOH (^opMBi i]5iKJio4)oc4)aHa b CBepxMajioH flose 
noxcHiiHpoBaxB npoxHBOonyxojicBoe h aHXHMexacxaxHHecKoe fleftcxBHe axoro 
UHxocxaxHKa b xepaneBXHHecKOH floae. Cjie;tyex oxmcxhxb, hxo Ha6jiK)j^aeMoe 
noBBDHCHHe npoxHBOonyxojieBoro h anxHMexacxaxHHecKoro fleiicxBHH XHMHOxepanHH 
He conpoBO^KflajiocB ycHJieHHeivi xokchhhocxh. 
ripHMep 6. 
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BjuMHHe aKTHBHpoBaHHOH (JopMBi iimpoKO H3yHaeMoro B ncHxo4)apMaKOJiorHH 
npenapaxa - axanojia Ha aHKCHOJiHTHHccKHii 3$$eKT axanojia oiteHHBajiH y KpHC b 
SKcnepHMeHxajiBHOH uopfiim koh(^jihkxhoh cmyartHH no Vogel J., 1971 

(cXOJIKHOBeHHH HHXBeBOfi MOXHBai(HH H 3JieKXpo60HeBOrO paSflpaMCeHHH B yCJIOBHHX 

nHXBeBOH flenpHBamiH). Sxanoji (10% boahbih pacxBop), aKXHBHpoBaHHyio $opMy 
3xaH0Jia B CBepxMajiofi jsp3e (roMeonaxHHecKOH pasBe^eHHe CI 000, SKBHsajieHXHaa 
KOHii;eHxpaiiM 10'^^^° MaccoBBix flOJicH) b BJEifle BOflHoro pacxBopa hjih cmccb 10% 
sxaHOJia H aKXHBHpoBaHHofl (j[)opMBi sxaHona b o6i>eMHOM oxHomeHHH 10:1 bhochjih b 
noHJiKy KanepBi pjm HccjieflOBaHHH naKasyeMoro nnxbeBoro noBe^teHHs. 

AHKCHOJIHXHHeCKHft 3<i>4)eKX OUeHHBaJIH HO HHCJiy HaKasyeMBIX BSKXELH BOflbl. 

PesyjibxaxBi npeflcxaBJieHbi b xaSjnme. 



FpynnH ^ohbothbdc 


Hhcjio HaKasyeMBIX bssthh bo^bi 


1. KoHxpom, 


170,5 


± 38,2 


2. 3TaHOJilO% 


317,2 


± 41,0* 


3. AKTHBHpOBaHHaa ^opMa 
3TaH0Jia B CBepxMajioH v^ose 


205,3 


± 53,6 


4. SraHon 10% + aKTHBHpoBaHHafl 
4>opMa 


396,7 


± 28,1 *,# 



- oxjiHHHe ox KOHxpojiH ;i;ocxoBepHO, ** - oxjurme ox rpynnBi 2 flocxoBepHO, p<0.05. 



TaKHM oSpasoM, aKXHBHpoBaHHaa (^opMa sxaHOJia b CBepxMajioH flose He OKasbiBaex 

CXaXHCXHieCKH SHaHHMOrO aHKCHOJIHXHHeCKOrO fleftCXBHH B yCJIOBHHX K0H$JIHKXH0fi 
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CHTyau;HH, ho noxeHiinpyex aHKCHOJiHTHHecKHH 34)4>eKT sxaHOJia b KOHiieHxpaiiHH 
10%. 

HpHMep 7. 

BjiiMHHe aKTHBHpOBaHHofi (j^opMBi Mop4)HHa B CBepxManoft fl03e Ha aHaJIBreTHHeCKHH 
3(|)(J)eKT Mop(J>HHa oi^eHHBajiH y KpBic B xecxe oxfleprHBaHHH kohchhocxh b oxBex Ha 
3JieKxpo6ojieBoe pas^pa^ceHHe. B pasHHX SKcnepHMeHxanbHux rpynnax KpBicBi 
nojiynajiH oflHOKpaxnyio BHyxpHOpiomHHHyK) HHteBcitHio: a) Mop(|)HHa b 
xepaneBXHHecKOH flose (5 mt/kf); 6) aKXHBHpOBaHHoa $opMBi M0p4)HHa b CBepxMajioft 
flose (roMeonaxHHecKoe passeaeHHe C200, SKBHBaneHXHaa KOHuenxpaAHH 10"^°^ 
MaccoBBDC flojiefi) - B 0,5 MJi BOflHoro pacxBopa; b) Mop$HHa b xepaneBXHHecKOH flose 
H ajKXHBHpoBaHHOH ^^^P^e oflHOBpeMCHHO (b oflHOM iiinpHi;e, B oeteMHOM 
cooxHomeHHH 5:1). B KanecxBC KOHxpoJiH cnyxcHJia flHCXHJUiHpoBaHHaji BOfla. 
PeracxpHpoBajiH HcxoAHbie nopora HOUHiieiraiBHOH peaKiiHH h nepes 30 mhh nocjie 
BBeflCHHfl npenapaxoB. AHajibresHpyionpiH 3(|)(j^eKx oiieHHBajiH no noBBimeHmo 
nopora HOiwenxKBHoii peaicuHH no cpaBneHHio c HCXOflHofi. PesyjiBxaxBi 
npeAcxaBJieHLi b xaGjrai^e. 
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rpyiraa khbothhx 


IIopOrH HOIIHUenXHBHOH 
peaKItHH, BOJIBT 


^0 BBCfleHHH 


Ilocjie BBefleHHs 


1. KOHXpOJIb 


30,7 ±2,5 


31,0 ±3,0 


2. AKTHBHpOBaHHaa 4>opMa Mop4)E[Ha B 
cBepxMajiOH flose 


3 1,2 ±2,1 


27,9 ±2,9 


3. Mop4>HH 5 mf/kt 


29,7 ±2,6 


38,2 ±2,8* 


4. ConexaHHoe BBeaeHHe mop4)hh 5 mf/kf + 
aKTHBHpoBaHHaa $opMa B CBepxMajiofi floae 


31,7 ±2,8 


44,5 ±2,1 *,# 



* - OTJiHHHe OT HcxoflHoro 3HaHeHHa flocTOBepHO, # - OTJiHHHe ox rpynnti 3 
flocxoBepHO, p<0.05. 



TaKHM o6pa30M, aKXHEHpoBaHHan 4>opMa Mop<|)HHa b CBepxMajiofi W3e npH 
0flH0iq)axH0M BBeflCHHH He OKasBiBaex cxaxHcxunecKH snanHMoro anajiBresHpyiomero 
fl;eHCXBHa, HO noxeniiHpyex o6e36ojmBaK)mHH 3(^(^eKx oaHOKpaxHoro BBe^teHHfl 
Mop^HHa B pflse 5 mt/kt. 
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